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DETAILED ACTION 

The Examiner acknowledges receipt of Application number 10/519,041 filed on 
05/23/2005. Claims 1-3 have been cancelled and claims 4-6 have been added in a 
preliminary amendment filed on 12/22/2004. Accordingly, claims 4-6 are presented for 
examination on the merits. 

Information Disclosure Statement 

The information disclosure statement filed 12/22/2004 fails to comply with 37 
CFR 1 .98(a)(2), which requires a legible copy of each cited foreign patent document; 
each non-patent literature publication or that portion which caused it to be listed; and all 
other information or that portion which caused it to be listed. It has been placed in the 
application file, but the information referred to therein has not been considered. The 
Examiner has drawn a line through the references. 

Claim Objections 

Claim 6 is objected to because of the following informalities: Claim 6 recites a 
pack containing phannaceutical compositions according to claim 2... Claim 2 has been 
cancelled. Appropriate correction is required. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 4 and 5 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Villars et al. (British Journal of Dermatology 1992. 126, supplement 39, 61-69). 

Villars et al. teach the treatment of 4 patients with 500 mg/day of terbinafine for 
sinusitis noting nasal passage obstruction and cerebral involvement, which the 
Examiner interprets to mean rhinosinusitis (Page 66, Table 2). Since rhinitis means 
inflammation of the nasal passages and sinusitis means inflammation of the sinuses 
and rhinosinusitis means inflammation in both areas and rhinitis is more appropriately 
termed rhinosinusitis (Page 1 of 7, reference W). Villars et al. teach that patients 
receiving 500 mg/day terbinafine did not report more side effects than patients receiving 
oral terbanifine 250 mg/day (Page 67, Table 4 and the section on tolerability). Villars et 
al. teach that a recurrence rate of 18% was recorded for patients using terbinafine 
(Page 65, upper left column). 

Villars et al. do not expressly teach a method for the treatment of chronic 
rhinosinusitis comprising administering to a patient in need thereof about 625 mg or 
about 725 mg terbinafine in free or acid addition salt form or a pharmaceutical 
composition comprising about 625 mg or about 725 mg terbinafine in free or acid 
addition salt form in oral dosage form. 
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It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to increase the dosage of terbinafine in a pharmaceutical 
composition for the treatment of chronic rhinosinusitis of Villars et al. for the purpose of 
decreasing the relapse/reinfection rate and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because 
higher doses of terbinafine are well tolerated as taught by Villars et aL and an increase 
in drug concentration might decrease the reinfection rate and lead to a better quality of 
life for the patient. 

From the teachings of the reference, it is apparent that one of ordinary skill in the 
art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the claimed invention, as a whole, would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made, because 
every element of the invention and the claimed invention as a whole have been 
suggested by the teaching of the cited reference. 

Claim Rejections - 35 USC § 103 

Claims 4-6 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Ponikau (WO 99/20261). 

Ponikau teaches a method of treating a mammal having a non-invasive fungus- 
induced rhinosinusitis, comprising mucoadministering to at least a portion of the nasal- 
paranasal anatomy of said mammal a formulation in an amount, at a frequency, and for 
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a duration effective to reduce or eliminate said non-invasive fungus-induced 
rhinosinusitis, said formulation comprising an antifungal agent (claim 1), wherein the 
non-invasive fungus-induced rhinosinusitis is chronic (claim 6) and the formulation is in 
a solid, liquid or aerosol form (claim 7), wherein the antifungal agent can be terbinafine 
hydrochloride (claim 17), wherein the fomiulation comprises a pharmaceutically 
acceptable aqueous vehicle and the formulation comprises about 0.01 ng to about 1000 
mg of the antifungal agent per liter (claims 21 and 22). Ponikau teaches an article of 
manufacture, comprising packaging material and a formulation, which comprises an 
antifungal agent for the treatment of rhinosinusitis (claims 70, 71 and 78). Ponikau 
teaches an antifungal composition comprising an antifungal agent (terbinafine 
hydrochloride), a flavoring, and water (claim 110). 

Ponikau does not expressly disclose the method or composition or pack 
comprising about 625 mg or about 725 mg terbinafine in free or acid addition salt fomri. 

It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to use about 625 mg or about 725 mg of terbinafine in free 
or acid addition salt form for: 1) a method for the treatment of chronic rhinosinusitis in a 
patient; 2) a pharmaceutical composition; and 3) a pack containing the phannaceutical 
composition and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because 
Ponkau teach that a wide range of antifungal concentrations can be used in the 
invention (Page 6, lines 1-19) and one of ordinary skill in the art would either know the 
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appropriate dosage amount or be able to calculate the proper dosage amount based 
upon the patient. 

From the teachings of the reference, it is apparent that one of ordinary skill in the 
art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the claimed invention, as a whole, would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made, because 
every element of the invention and the claimed invention as a whole have been 
suggested by the teaching of the cited reference. 

Claim Rejections - 35 USC § 103 

Claims 4 and 5 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hurlimann etal. (Dermatology 2001 202, 330-332). 

Hurlimann et al. teach a method treatment of a patient suffering from 
rhinoconjunctivitis with oral therapy of terbinafine (250 mg/day) (Abstract). 
Rhinoconjunctivitis is a combination of rhinitis and conjunctivitis. Rhinitis is an 
inflammation of the nasal mucous membrane that lines the nose and sinus. For 
Applicant's benefit, the Examiner has attached a reference, which points out that 
sinusitis is an inflammatory process that involves one or more of the four paired 
paranasal sinuses and is more appropriately termed rhinosinusitis (Page 1 of 7, 
reference W). The Examiner interprets that the patients suffering from rhinoconjunctivitis 
also had rhinosinusitis. 
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Hurlimann et al. do not expressly disclose the method or composition comprising 
about 625 mg or about 725 mg terbinafine in free or acid addition salt form. 

It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to modify the composition and method of Hurlimann et al. 
by using about 625 mg or about 725 mg terbinafine in free or acid addition salt form and 
produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because 
Hurlimann et al. teach that the standard dose of terbinafine may be insufficient to 
completely eliminate some of the organisms resulting in relapse after discontinuation of 
treatment (Page 330, middle column; and page 331, right column last paragraph). 

From the teachings of the reference, it is apparent that one of ordinary skill in the 
art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the claimed invention, as a whole, would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made, because 
every element of the invention and the claimed invention as a whole have been 
suggested by the teaching of the cited reference. 

Conclusion 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

No claims are allowed. 
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Any inquiry concerning tiiis communication or earlier communications from the 
examiner should be directed to Ernst V. Arnold whose telephone number is 571-272- 
8509. The examiner can nonnally be reached on M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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